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. Dear Sir:

LJ Christophér Grimaldi, declare and state as follgv;ls:

1. I am a Senior Research Associate in the Molecular Biology Department of
. Genentech, Inc., South San Francnsco CA 94080.

2. My scientific Cumculum Vitae, including my list of publications, is attached to
and. fonns part of this Declaration (Exhibit A).

3. I joined Genentech in January of 1999. From 1999 to 2003, I directed the Cloning
Laboratory in the Molecular Biology Department. During this time 1 directed or performed
numerous molecular biology techniques including semi-quantitative Polymerase Chain Reaction

"(PCR) analyses. 1 am currently involved, among other projects, in the isolation of genes coding
for membrane associated proteins which can be used as targets for antibody therapeutics against
cancer. In connection with the above-identified patent application, I personally performed or
directed the semi-quantitative PCR gene expression analyses in the assay entitled “Tumor Versus
Normal Differential Tissue Expression Distribution,” which is described in EXAMPLE 18 in, the

“specification. These studies were used to identify differences in gene expression between tumor
tissue and their normal counterparts.

4, EXAMPLE 18 reports the results of the PCR analyses conducted as part of the
investigating of several newly discovered DNA sequences. This process ‘included developing
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Dear Sir:

1, J. Christopher Grimaldi, declare and say as follows:

1. I am ‘a.Senjor Research Associate in the Molecular Biology Department of
Genentech, Inc., South San Francisco, CA 94080, . : : '

2. I joiried Genentech in January of 1999, From 1999 to 2003, I ditected the Cloning -
Laboratory in the Molecular Biology Department: Dpring this time I directed or performed
mumerous molecular biology techniques including qualitative Polymeras¢ Chain Reaction (PCR)
analyses. I am currently involved in, among other projects, the isolation of genés coding for
membrane associated proteins which can be used as targets for antibody therapeutics against
cancer. In connection with the .above-identified patent application, 1 personally performed or
directed the semi-quantitative PCR analyses in the assay entitled “Tumor Versus Normal
Differential Tissue Expression Distribution” which is described ii EXAMPLE 18 in the
specification that were used to identify differences in. gene expression between tumor tissue and
their normal counterparts. - : '

o 3. My scientific Curriculum Vitae, including my list of publications, is attached to
and forms part of this Declaration (Exhibit A). : '

4, In diﬁamﬁél gene expression studies, one looks for genes whose expression levels
differ significantly under different conditions, for example, in riormal versus diseased tissue, .
) -1-
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DECLARATION OF PAUL POLAKIS, Ph.D. . -
- 1, Paul ]Polalgis,"Ph,D., déclare and say as follows: - -

L - I'was swirded a Ph.D. by the Department of Biochemistry of the Michigan

State University in 1984. My scientific Curriculum Vitae is attached fo and forms.
part of this Declaration (Exhibit A)... . - . -

Sz 1 am currently-employed by Genentgch, Inc. where my job title-is Staff

Scientist. Since joining Genentech in 1999, one of my primary responsibilities has
been leading Genentech's Tumor Antigen Project, which is a large resédrch project
with a primary focus on identifying tumor cell markers that find use as targets for

both the diagnosis and treatment of cancer inhumans. - . N

" 3., As part of the Tumor Antigen Project, -my.laboratmy ﬁaé-_beén analyyzing -

differential expression of various genes in tumor cells relativeto normal cells.

.~ The purpose of this research is to identify protel:j;ﬁt are abundantly expressed

on certain tumor cells arid thiat are either (i) not sed, or (if) expressed at-

- . lower levels, on'‘corresponding normal cells. We call such differentially expressed.

" proteins “tumor antigen proteins®, When such a tumor antigen protein is
identified, one can produce an antibody that recognizes and binds to thiat protein,

. Such-an antibody finds use in the diagnosis of human cancer. and riay ultimately

_ Serve as an effective therapeutic in the treatment.of human cancer. -

4. . Inthe course.of the reséarch conducted by Génentech’s Tumor Antigen
Project, we have employed a variety of scientific techniques for detecting and’
studying differential gene expression in human tumer cells relative to normal cells,
at-genomic DNA, mRNA and protein levels.- An important example of one such

- technique is the well known and widely used technique of microarray analysis - - K
- which has provento be extremely useful-for the identification of mRNA molectles

that are differentially expressed in one tissue or cell type relative to another. In the
course of our research using microarray analysis, we have identified - -
approximately 200 gene transcripts that are present in human tumor cells at
significantly higher levels than in corresporiding normal human cells. To date, we
have generated antibodies that bind to about 30 of the tumor antigeny proteing
expressed from these differeritially expressed gene transcripts and have used these
antibodies to quantitatively determine the level of production of these fumor -
antigen proteins in both human cancer-cells and corresponding normal cells.” We .
have then compared the levels of mRNA and protein in both the tumor and normal -
cells analyzed. ‘ : ' .

5 From the mRNA and protgin exbiess_iqn analyses described in paragraph 4
.above, we have observed that there is a strong correlation between changes in the
"level of mRNA present in any particular cell type and the level of protein
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o_E' ARATION OF AVI ASHKENAZI, Ph.D) UNDER 37 CER

L Av1 Ashkenam, PLD. declare and say as follows -
O | am Director and Staff Scientist at the Molecular Oncology Depamnent of -

' Genentech, Inc., South San Franclsco, CA 94080

- 2.»- I Jomed Genentech 1988 as a“posfdocf?)ral fellow. Since then, Lhave

. mvesugated a vanety of cellular sxgnal transduction mechamsms mcludmg apoptosls, and have .-

developed technolog;es to modulate such mechanisms as a means of therapeutic intervention in
cancer and autoimmune dlsease Iam currently involved in the i investigation ofa series of ’
secreted proteins over-expressed in tumors with the aim to identify useful targets for the
deveIOpment of therapeuuc antibodles for cancer treatment. '

LA My scienitific Cumculum Vitae, including my hst of pubhcatxons, is attached to

‘and forms part of this Declaration (Biibit A)

4. Gene amphﬁcatton isa process in wlnch chromosomes undergo changes to.

* contain multiple copies of certain genes that normally exlst as a single copy, and is an 1mportant

- factor in the pathophyslology of cancer. Amphﬁcauon of certain genes (e.g., Myc or Her2/Neu) |
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